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2a )□ This action is FINAL. 2b)^ This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 
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4) ^ Claim(s) 44-93 is/are pending in the application. 
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5) ^ Claim(s) 44-57,60-63 and 68-72 is/are allowed. 

6) |EI Claim(s) 58.59,64-67 and 73-93 is/are rejected. 

7) 0 Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) Q The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 
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1 .□ Certified copies of the priority documents have been received. 

20 Certified copies of the priority documents have been received in Application No. . 

3.Q Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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DETAILED ACTION 
Formal Matters 

Applicants' response and amendments to the claims, filed 7/15/2010, are acknowledged 
and entered. Claims 72-93 are newly added. Claims 44-93 are pending and under examination. 

Continued Examination Under 37 CFR 1.114 

A request for continued examination under 37 CFR 1.114, including the fee set forth in 
37 CFR 1 .17(e), was filed in this application after final rejection. Since this application is 
eligible for continued examination under 37 CFR 1.114, and the fee set forth in 37 CFR 1.17(e) 
has been timely paid, the finality of the previous Office action has been withdrawn pursuant to 
37 CFR 1.1 14. Applicant's submission filed on 7/15/2010 has been entered. 

Response to Arguments 

Applicants' arguments, filed 7/15/2010, have been fully considered and are persuasive in 
part. Rejections and/or objections not reiterated from previous office actions arc hereby 
withdrawn . The following rejections and/or objections are either reiterated or newly applied. 
They constitute the complete set presently being applied to the instant application. 

Information Disclosure Statement 

Receipt is acknowledged of the Information Disclosure Statements filed 7/15/2010 and 
9/24/2010. The Examiner has considered the references cited therein to the extent that each is a 
proper citation. Please see the attached USPTO Form 1449. 

Allowable Subject Matter 

Claims 44-57, 60-63, and 68-72 are allowed. 

The following is a statement of reasons for the indication of allowable subject matter: the 
prior art does not teach or suggest administration of cyclopamine or another selective inhibitor of 
Hedgehog/Smoothened signaling in amounts sufficient to induce apoptosis and/or differentiation 
of tumor cells. The prior art teaches, in fact, that cyclopamine and inhibitors of 
Hedgehog/Smoothened signaling inhibit differentiation. 
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Claim Rejections - 35 USC § 112 - 2 nd Paragraph 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

"The primary purpose of this requirement of definiteness of claim language is to ensure 
that the scope of the claims is clear so the public is informed of the boundaries of what 
constitutes infringement of the patent. A secondary purpose is to provide a clear measure of 
what applicants regard as the invention so that it can be determined whether the claimed 
invention meets all the criteria for patentability and whether the specification meets the criteria 
of 35 U.S.C. 1 12, first paragraph with respect to the claimed invention.", (see MPEP § 2173). 

Claim 93 is rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention. Claim 93 recites the limitation "said antibody" in lines 1-2. There is insufficient 
antecedent basis for this limitation in the claim. 

Claim Rejections - 35 USC §112 - 1 st Paragraph 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claims 73-81 and 84-93 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to 
comply with the written description requirement. The claims contains subject matter which was 
not described in the specification in such a way as to reasonably convey to one skilled in the 
relevant art that the inventors, at the time the application was filed, had possession of the claimed 
invention. This is a written description rejection, rather than an enablement rejection under 35 
U.S.C. 1 12, first paragraph. Applicant is directed to the Guidelines for the Examination of 
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Patent Applications Under the 35 U.S.C. 1 12, 1 st "Written Description" Requirement, Federal 
Register, Vol. 66, No. 4, pages 1099-1 1 11, Friday January 5, 2001. 

The claims are drawn to methods of causing decrease of size or disappearance of tumors 
comprising a step of monitoring a patient with "a visualization technique for observation of 
tumor size", "monitoring his or her tumor cells and said normal cells to observe signs of 
apoptosis", and/or labeling a tumor with "an antibody that marks both the tumor cells and normal 
cells". 

Vas-Cath Inc. V. Mahurkar, 19 USPQ2d 1111, states that Applicant must convey with 
reasonable clarity to those skilled in the art that, as of the filing date sought, he or she was in 
possession of the invention. The invention, for purposes of the written description inquiry, is 
whatever is now claimed (see page 1117). The only disclosure of such monitoring and 
visualization of tumors is found in Applicants' working examples, wherein basal cell carcinomas 
and other skin cancers are monitored and visualized. There is no disclosure in the specification 
of "visualization" techniques for monitoring other tumor types such as, for example, liver 
tumors. Other than the specific visualization and monitoring of skin cancers, there is no general 
disclosure in the specification of visualization and monitoring of other tumor types. 

To provide adequate written description and evidence of possession of a claimed genus, 
the specification must provide sufficient distinguishing characteristics of the genus. The factors 
to be considered include disclosure of complete or partial structure, physical and/or chemical 
properties, functional characteristics, structure/function correlation, methods of making the 
claimed product, or any combination thereof. 

A description of a genus may be achieved by means of a recitation of a representative 
number of species falling within the scope of the genus or of a recitation of structural features 
common to the members of the genus, which features constitute a substantial portion of the 
genus. Regents of the University of California v. Eli Lilly & Co., 1 19 F3d 1559, 1569, 43 
USPQ2d 1398, 1406 (Fed. Cir. 1997). In Regents of the University of California v. Eli Lilly (43 
USPQ2d 1398-1412), the court held that a generic statement which defines a genus of nucleic 
acids by only their functional activity does not provide an adequate written description of the 
genus. The court indicated that, while applicants are not required to disclose every species 
encompassed by a genus, the description of the genus is achieved by the recitation of a 
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representative number of species falling within the scope of the claimed genus. At section B(i), 
the court states, "An adequate written description of a DNA ... requires a precise definition, such 
as by structure, formula, chemical name, or physical properties, not a mere wish or plan for 
obtaining the claimed chemical invention." 

The instant specification is primarily directed to treating basal cell carcinomas and other 
skin cancers. The visualization and monitoring of such tumors, including tumor biopsy, direct 
visualization, etc. are explicitly disclosed by Applicants in the working examples. However, 
there is no general disclosure of visualization and monitoring of any other tumor types as broadly 
claimed. As such, the explicit and specific disclosure of visualization and monitoring of basal 
cell carcinomas and other skin cancers does not provide written basis for the broadly claimed: i) 
"monitoring the tumor by a visualization technique capable of monitoring tumor size" (claim 
73); ii) "...until it is observed to produce signs of apoptosis of the tumor cells but not of said 
normal cells" (claim 74); iii) "visualization technique for observation of tumor size and also 
monitoring his or her tumor cells and said normal cells to observe signs of apoptosis" (claim 75). 

Applicants' explicit disclosure of monitoring the size of skin cancers, which can be 
readily accomplished by direct visualization with the human eve , does not provide support and 
written description of visualization and monitoring of any and all tumors as recited in the instant 
claims. 

Further, there is one species of the claimed genus of antibodies disclosed that is within 
the scope of the claimed genus, i.e. labeling tumors and normal cells with the antibody Ber-EP4 . 
The only disclosure of the claimed antibodies occurs in the working examples, wherein tumor 
cells and normal cells are labeled with Ber-EP4. The disclosure of a single disclosed species 
may provide an adequate written description of a genus when the species disclosed is 
representative of the genus. However, the present claim encompasses numerous species that are 
not further described. 

In the absence of sufficient recitation of distinguishing characteristics, the specification 
does not provide adequate written description of the claimed genus, which is a generic genus of 
antibodies purported to label tumors and normal cells. One of skill in the art would not 
recognize from the disclosure that the applicant was in possession of the genus. The 
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specification does not clearly allow persons of ordinary skill in the art to recognize that he or she 
invented what is claimed (see Vas-Cath at page 1116). 

Applicant is reminded that Vas-Cath makes clear that the written description provision of 
35 U.S.C. 1 12 is severable from its enablement provision (see page 1 115). 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(e) the invention was described in (1) an application for patent, published under section 122(b), by another filed 
in the United States before the invention by the applicant for patent or (2 ) a patent granted on an application for 
patent by another filed in the United States before the invention by the applicant for patent, except that an 
international application filed under the treaty defined in section 351(a) shall have the effects for purposes of this 
subsection of an application filed in the United States only if the international application designated the United 
States and was published under Article 21(2) of such treat} in the English language. 

Claims 58-59, 64-67, 82-89, and 93 are rejected under 35 U.S.C. 102(e) as being 
anticipated by Dudek et al. (USP No. 6,291,516; Issued Sep. 18, 2001; Filed Oct. 14, 1999). 

The instant claims are drawn to medicaments comprising cyclopamine or another 
compound that selectively inhibits Hedgehog/Smoothened signaling, with instructions for 
effective administration to a tumor-bearing human subject. 

Dudek et al. teach cyclopamine and other compounds that selectively inhibit 
Hedgehog/Smoothened signaling (Abstract; Figure 1). Dudek et al. teach administration of a 
medicament comprising cyclopamine to a tumor-bearing subject (col. 63, line 51 to col. 64, line 
22; Figure 3). Dudek et al. teach pharmaceutical compositions comprising a therapeutically 
effective amount of one or more compounds of the invention formulated together with one or 
more pharmaceutically acceptable carriers and/or diluents (col. 55, lines 17-22). 

The claimed medicaments comprising cyclopamine or another compound that selectively 
inhibits Hedgehog/Smoothened signaling, with instructions for effective administration to a 
tumor-bearing human subject are thus properly rejected as being anticipated by Dudek et al. In 
re Ngai and In re Gulack support the rejection of product claims that differ from the prior art 
only in the content of instructions or printed material: 
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"Where the only difference between a prior art product and a claimed product is 
printed matter that is not functionally related to the product, the content of the 
printed matter will not distinguish the claimed product from the prior art." In re 
Ngai, 367 F.3d 1336, 1339, 70 USPQ2d 1862, 1864 (Fed. Cir. 2004) 

"Where the printed matter is not functionally related to the substrate, the printed 
matter will not distinguish the invention from the prior art in terms of 
patentability .... [T]he critical question is whether there exists any new and 
unobvious functional relationship between the printed matter and the substrate." 
In re Gulack, 703 F.2d 1381, 1385-86, 217 USPQ 401, 404 (Fed. Cir. 1983) 

In the instant case, the claimed instructions are not functionally related to the claimed 
product (i.e., a composition comprising cyclopamine or another compound that selectively 
inhibits Hedgehog/Smoothened signaling) and therefore the claimed medicaments are anticipated 
by Dudek et al. 

Response to Arguments 

Applicants traverse the instant rejection stating that the argumentation put forward for the 
rejection is "unfounded for multiple reasons". 

Firstly, Applicants argue that it is untrue that a previously known pharmaceutical 
composition could be repeatedly patented by merely changing the instruction provided therewith 
when the instruction fail to describe a novel and unobvious use. Respectfully, this is precisely 
the Examiner's position. A previously known pharmaceutical composition can not be patented 
by merely changing the instructions, even if the instructions recite a novel and unobvious use . 
For example, aspirin is well known in the art and compositions comprising aspirin are also well 
known in the art. An inventor could not patent a "composition comprising aspirin" by merely 
reciting instructions for administering aspirin to a novel and unobvious patient population 
because such instructions do not modify the composition in any way, shape, or form. Known 
compositions comprising aspirin could be used for the use recited in the claimed composition 
and the claimed composition could be used for the already known purposes disclosed in the art. 

Secondly, Applicants argue that a prescription drug is a particular product where 
instructions describing its uses are required by law. In response, the Examiner respectfully 
submits that the requirements of the FDA for marketing a drug are not pertinent to the 
patentability of a drug, method, or composition, just as the patentability of a drug, method, or 
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composition has no bearing on the approval of that drug, method, or composition for use in 
human patients. 

Thirdly, Applicants argue that without the instructions such as recited in claims 58-59 
and 64-67, and new claims 82 and 83, a skilled person would not be able to obtain the desirable 
novel effects and therapeutic results recited in the claims. Applicant further argues that it is self- 
evident that the instructions recited in the claims must be used with the recited medicament to 
obtain decrease of size or disappearance of a tumor by eliminating the tumor cells by apoptosis. 
Hence, Applicants assert, a functional relationship clearly exists between the printed matter and 
substrate. Applicants' arguments are unpersuasive. Medicaments comprising cyclopamine or 
another inhibitor of Hedgehog/Smoothened signaling are taught in the prior art. Such known 
medicaments can be used for the purposes recited in the instant claims because they comprise the 
same active agent. The claimed instructions do not distinguish the claimed compositions from 
those known in the art, i.e., the claimed instructions do not change the product present in the 
compositions or the amount of product present in the compositions. 

Fourthly, Applicants argue that a medicament having instructions for inhibition of tumor 
cell proliferation and comprising cyclopamine or another Hedgehog antagonist would not have 
been patentable to Dudek et al. because use according to the instructions was already known. In 
response, the Examiner respectfully submits that the patentability of the compositions taught in 
Dudek et al. is not material to the patentability of the instant claims. 

Accordingly, the claimed compositions comprising cyclopamine or another inhibitor of 
Hedgehog/Smoothened signaling comprising instructions for administration are not patentable 
over the medicaments comprising cyclopamine taught in Dudek et al. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to JAMES D. ANDERSON whose telephone number is (571)272- 
9038. The examiner can normally be reached on MON-FRI 9:00 am - 5:00 pm EST. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Ardin Marschel can be reached on 571-272-071 8. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/James D. Anderson/ 
James D. Anderson, Ph.D. 

Primary Patent Examiner, Art Unit 1614 

UNITED STATES PATENT AND TRADEMARK OFFICE 

400 Dulany Street 

Alexandria, VA 22314-5774 

Tel. No.: (571) 272-9038 



